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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
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been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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I. Basis of the report * 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1 -50 as originally filed 

Claims, No.: 

1 -33 as originally filed 



Drawings, sheets: 

1/6-6/6 as originally filed 



Sequence listing part of the description, pages: 

1-8, filed with the letter of 29.06.2000 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form. 

Kl furnished subsequently to this Authority in computer readable form. 

IS The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

13 The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

claims Nos. 1-27 (with respect to industrial applicability). 



because: 



H the said international application, or the said claims Nos. 1-27 relate to the following subject matter which 
does not require an international preliminary examination (specify): 
see separate sheet 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply wit* . standard. 

□ the computer readable form has not been furnished or does not Cv^jly with the standard. 

IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 
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□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1 , 13.2 and 13.3 is 

□ complied with. 

□ not complied with for the following reasons: 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

IS all parts. 

□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-33 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-33 


Industrial applicability (IA) 


Yes: 


Claims 


28-33 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Comments on item III: 

Claims 1-27 relate to methods of treatment of the human/animal body which is subject- 
matter considered by this Authority to be covered by the provisions of Rule 67.1 (iv) PCT. 
Consequently, no opinion will be formulated with respect to the industrial applicability of 
the subject-matter of these claims (Article 34(4)(a)(i) PCT). 

Comments on item V: 

1 . Reference is made to the following documents: 

D1: WO 96 11948 A (UNITED STATES DEPT. OF HEALTH AND HUMAN 
SERVICES, USA) 25 April 1996 (1996-04-25) cited in the application 

D2: WO 98 35042 A (UNITED STATES DEPT. OF HEALTH AND HUMAN 
SERVICES, USA) 13 August 1998 (1998-08-13) cited in the application 

2. The subject-matter of the present application is regarded as novel (Article 33(2) 
PCT). 

The prior art is silent on the use of ADNF polypeptides I and III or a mixture thereof 
in the treatment of fetal alcohol syndrome (FAS). Document D2 discloses only that 
ADNF-III and fragments thereof can be used for the treatment of "pathologies 
associated with developmental retardation and learning impairments" as well as 
"pathologies arising with aging and chronic alcohol or drug abuse". However, no 
specific reference the FAS is made. 
Claims 1-21 are thus novel. 

Pharmaceutical compositions comprising a mixture of ADNF-I and ADNF-III or 
fragments thereof and their uses in the treatment neurological disorders are not 
mentioned nor contemplated in D1 or D2. 
Claims 22-27 and 28-33 are thus novel as well. 
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3. The present application however would not meet the requirements of Article 33(3) 
PCT because the subject-matter of claims 1 -33 is not regarded as inventive: 
3.1 Claims 1-21 covers the use of an ADNF polypeptide in the treatment of FAS. 
In particular it is claimed that (i) an ADNF-I polypeptide like SAL or (ii) an ANDF-III 
polypeptide like NAP or (iii) a mixture of the two are able to treat fetal alcohol 
syndrome. It appears however that the experimental data shown do not allow to 
reach such conclusions. 

3.1 .1 The results of the water maize test in figure 1 do not show any data concerning 
the individual use of any of the two ADNF peptides envisaged. 

In addition, fig. 2, 3A and 3B do not show nay improvement in the parameters 
measured, on the contrary, fetal demise seems to be higher with SAL+ alcohol than 
with alcohol alone (fig. 2). Fetal weight as on fig. 3A seems also to be even reduced 
with SAL+ alcohol and with alcohol alone. The minimal gain of fetal brain weight 
shown on fig. 3B does not seem to be significant (1 mg difference appears between 
SAL+ alcohol and alcohol treatment). 

3.1.2 Concerning ADNF-III polypeptides and in particular NAP, an improvement on 
fetal demise is clear but the other parameters are not convincingly different with 
respect to the alcohol treatment. Again, figure 1 does not provide any result with NAP 
alone, and therefore a consistent positive effect to treat FAS cannot be 
acknowledged. 

3.1 .3 The mixture of both NAP and SAL (also covered by claims 28-33) appears to 
have a significant effect on all parameters chosen, but a synergistic effect cannot 
however be identified because: 

- the most relevant test to evaluate the neural function, i.e the water maize does not 
provide controls with NAP + alcohol nor SAL + alcohol. 

- Fig 2 and 3A and B show a quite important standard deviation in the results (see the 
error bars) which themselves do not sufficiently differ to be able to distinguish 
between an additive and a synergistic effect. 

It results form the above points that the claims 1-21 as well as 28-33 do not solve the 
technical problem posed, i.e., to provide a treatment of FAS, they appear therefore 
as non inventive. 
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3.2 Claims 22-27 , in relation with claims 28-33 are directed to the use of a mixture 
of ADNF-I and-lll polypeptides or fragments thereof for treating neurological 
disorders associated with neuronal cell death cannot be considered as inventive 
since no synergistic effect is mentioned in the application. As a consequence it 
appears to be a mere addition of two compounds individually known from D1 and D2 
respectively, without any unexpected effect. In addition the effect of said mixture is 
not shown for the treatment of FAS, the extrapolation to reduce neuronal cell death 
in the context of neurological diseases in general therefore is not reasonably 
acceptable; it is thus considered that the mixture of ADNF-I and -III or fragments 
thereof do not solve the technical problem posed. ~ 

Hence, no inventive can be identified for the subject-matter of claims 22-27 and 
28-33. 

3.3 In order to allow the Examiner to reconsider whether an inventive step , linked 
to the presence of a synergistic effect, takes place, the Applicant should provide 
convincing experimental evidence. 

4. For the assessment of the present claims 1-27 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 



Comments on item IV: 

The present application does not satisfy the requirements of unity of invention as defined 
in Rule 13 PCT. 

For an application to be unitary, a novel and inventive common link has to be present. 
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Since the subject-matter of the present application is not considered as inventive according 
to the reasons exposed in paragraph 3 of item V, no common link can therefore be 
identified between the different aspects of the application, which is therefore non-unitary. 

Consequently, four distinguished groups of inventions can be identified : 

Group 1: Claims 1-3 (partially), 4-7, 16-21 (partially): 

The use of an ADNF-I polypeptide or fragments thereof for the treatment of 
FAS. 

Group 2: Claims 1-3 (partially), 8-11, 16-21 (partially): 

The use of an ADNF-I 1 1 polypeptide or fragments thereof for the treatment of 
FAS. 

Group 3: Claims 1-3 (partially), 12-15, 16-21 (partially) and 28-33 (partially): 

The use of a mixture of an ADNF-I and ADNF-III polypeptide or fragments 
thereof for the treatment of FAS. ' 

Group 4: Claims 22-27 and 28-33 (partially): 

The use of a mixture of ADNF-I and ADNF-III polypeptides or fragments 
thereof for the treatment of neurological diseases. 



Comments on item VIII: 

1 . Claims 1 and 22 do not appear to be clear in the sense of Article 6 PCT: 

1.1 Claim 1 defines "the reduction of a condition" associated with FAS. This is not 
considered as quite clear, since it leaves a doubt whether the syndrome is cured or 
not. The treatment of FAS as such would represent a more appropriate definition. 

1.2 Claims 1 and 22 define the protection sought as a result to be achieved, 
because of the wording "in an amount sufficient to reduce ..." which simply repeats 
the technical problem (see Guidelines, Ch. Ill, 4.7). 
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1 .3 The wording "an ADNF polypeptide" , i.e., a single ADNF polypeptide, used in 
claim 1, is inconsistent with the content of claim 2 which, among other two 
alternatives, contemplates the use of two peptides together. This latter possibility is 
absent in the present wording of claim 1 . 

1 .4 Claim 22 is not clear because the wording "for reducing neuronal cell death" 
does not properly define the subject-matter to be protected, because it is not known 
which diseases it encompasses. 
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according to Article 1 8. A copy is being transmitted to the International Bureau. 
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Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
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